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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS. 
WHICHEVER IS LONGER. FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1.136(a}. In no event however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 
Any reply received by the Office later than three months after the mailing date of this communication, even tf timely filed, may reduce any 
earned patent term adjustment See 37 CFR 1.704(b). 

Status 

1 )S Responsive to Gommunication(s) filed on 29 June 2006 . 
2a)D This action is FINAL. 2b)|^ This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1 935 CD. 1 1 , 453 O.G. 213. 

Disposition of Claims 

4) E1 Claim(s) 1-12 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) n Claim(s) is/are allowed. 

6) ^ Claim(s) 1-12 is/are rejected. 
?)□ Claim{s) is/are objected to. 

8) n Claim{s) are subject to restriction and/or election requirement. 

Application Papers 

9) n The specification is objected to by the Examiner. 

10)n The drawing(s) filed on is/are: 3)0 accepted or b)n objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

Replacement drawing sheet{s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
1 1 )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or fomn PTO-1 52. 

Priority under 35 U.S.C. § 119 

12)0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)n All b)n Some * c)^ None of: 

1 .□ Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. . 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 

Election/Restrictions 
Applicant's election of melphalan in the reply filed on 06/29/2006 is 
acknowledged. Since the species is free of art, the search is expanded to other 
species. Claims 1-12 are pending and examined on merits. 

Claim Rejections - 35 (JSC §112 
The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 1-5 and 7-12 are rejected under 35 U.S.C. 112, second paragraph, as 
being Indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

Claims 1 and 7 recite the limitation "enhance" but it is not clear what the meets 
and bounds are. This property boundary issue is raised because the instant application 
and the co-pending application 10/098.874 are both child applications (i.e. continuation) 
of the parent application of 09/202,802. now U.S. 6,692,742. During the prosecution of 
09/202,802, applicant has argued that the new discovery in the patent application was 
that a synergistic effect when melphalan is combined with a humanized anti-interleukin- 
6R antibody (see Paper No. 29). Since both 10/098,874 and the instant application are 
continuation of the 09/202,802. no discovery is added in the instant application. It is not 
clear what is the difference in the scope between an amount of melphalan to enhance 
the therapeutic effect of IL-6R antibody, and "synergically effective amounts" of 
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melphalan and of IL-6R antibody. The specification at Table 1 discloses hPM-1 in 
combination of melphalan results in synergy. 

For the purpose of this Office action, "synergistic effect" in claim 6 and "an 
amount to enhance" in the base claims land 7 are the same amounts as disclosed in 
Table 1 . However, this treatment does not relieve applicant the burden of responding 
this rejection. 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1-12 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for combination of a reshaped human PM-1 antibody 
and melphalan, does not reasonably provide enablement for any other combination. 
The specification does not enable any person skilled in the art to which it pertains, or 
with which it is most nearly connected, to use the invention commensurate in scope with 
these claims. This rejection has two parts. 

The factors considered when determining if the disclosure satisfies the 
enablement requirement and whether any necessary experimentation is undue include, 
but are not limited to: 1) nature of the invention, 2) state of the prior art, 3) relative skill 
of those in the art, 4) level of predictability in the art, 5) existence of working examples, 
6) breadth of claims, 7) amount of direction or guidance by the inventor, and 8) quantity 
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of experimentation needed to make or use the invention. In re Wands. 858 F.2d 731 , 
737. 8 USPQ2d 1400, 1404 (Fed. Cir. 1988). 

First is deposit issue of claims 3, and 9, which recite "PM-r. It is apparent that 
the recited cell lines are required to practice the claimed invention, because they are 
specifically required in the claims. As required elements they must be known and readily 
available to the public or obtainable by a repeatable method set forth in the 
specification, or otherwise readily available to the public. If it is not so obtainable or 
available, the enablement requirements of 35 U.S.C. § 1 12, first paragraph, may be 
satisfied by a deposit of the cell lines producing PM-1 antibody. See 37 CFR 1 .802. 

The specification does not provide a repeatable method for obtaining the cell 
lines producing PM-1 antibody, and they do not appear to be readily available material. 

If a deposit is made under the terms of the Budapest Treaty, then an affidavit or 
declaration by applicants or someone associated with the patent owner who is in a 
position to make such assurances, or a statement by an attorney of record over his or 
her signature, stating that the deposit has been made under the tenns of the Budapest 
Treaty and that all restrictions imposed by the depositor on the availability to the public 
of the deposited material will be irrevocably removed upon the granting of a patent, 
would satisfy the deposit requirements. See 37 CFR 1 .808. 

If a deposit is not made under the terms of the Budapest Treaty, then an affidavit 
or declaration by applicants or someone associated with the patent owner who is in a 
position to make such assurances, or a statement by an attorney of record over his or 
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her signature, stating tliat the deposit has been made at an acceptable depository and 
that the following criteria have been met: 

(a) during the pendency of this application, access to the invention will be 
afforded to one determined by the Commissioner to be entitled thereto; 

(b) all restrictions imposed by the depositor on the availability to the public of 
the deposited material will be irrevocably removed upon granting of the patent; 

(c) the deposit will be maintained for a term of at least thirty (30) years and at 
least five (5) years after the most recent request for the furnishing of a sample of the 
deposited material; 

(d) a viability statement in accordance with the provisions of 37 CFR 1 .807; 

and 

(e) the deposit will be replaced should it become necessary due to inviability, 
contamination or loss of capability to function in the manner described in the 
specification. 

In addition the identifying information set forth in 37 CFR 1 .809(d) should be 
added to the specification. See 37 CFR 1 .803 - 37 CFR 1 .809 for additional explanation 
of these requirements. 

Amendment of the specification to recite the date of deposit and the complete 
name and address of the depository is required. As an additional means for completing 
the record, applicant may submit a copy of the contract with the depository for deposit 
and maintenance of each deposit. 
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If a deposit is made after the effective filing date of the application for patent in 
the United States, a verified statement is required from a person in a position to 
corroborate that the biological material described in the specification as filed Is the same 
as that deposited in the depository, stating that the deposited material is identical to the 
biological material described in the specification and was in the applicant's possession 
at the time the application was filed. 

Applicant's attention is directed to In re Lundak . 773 F.2d. 1216, 227 USPQ 90 
(CAFC 1985) and 37 CFR 1.801-1.809 for further information concerning deposit 
practice. 

Second, the specification does not teach one of skill to practice the full scope 
without resorting to an undue experimentation, i.e. combination of a genus of nitrogen 
mustard anticancer agents and the genus of IL-6R antibodies is not enabled. 

The specification discloses only the combination of melphalan and the reshaped 
human PM-1 antibody has synergistic effect. 

Moreau et al., Blood, 2006 Jan 1;107(1):397-403 in the last line of the abstract 
teach "in high-risk patients the dose intensity of melphalan at 420 mg/m2 led to 
encouraging results, but the addition of anti-IL-6 monoclonal antibody to the second 
conditioning regimen did not Improve either OS nor EPS". This result indicates that 
whether one anti-cancer agent would enhance other anti-cancer activity is unpredictable 
requiring actual experimentation. 

In addition, Dancey et al., Nature Reviews: Drug Discovery, 2006 Aug;5(8):649- 
59 at the paragraph bridging pages 649-50 teach combination of anticancer drugs "can 
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be considered to be synergistic-that is, to provide greater benefit in combination tlian 
evidence by the additive effects of their individual activity-and no regimen is selected on 
the basis of foreknowledge of sensitivity of an individual patient's tumour to the drugs. 
This empirical approach has been justified by the lack of means of identifying which 
tumours might be sensitive to individual agents or to a combination of agents". This 
teaching indicates synergistic effect can be determined by experiments only; the art of 
finding synergy between two anti-cancer drugs are unpredictable. 

Considering the unpredictable state of art, limited guidance, limited examples in 
the specification how to use the instantly claimed invention, broad breath of the claims, 
it is concluded that undue experimentation is required to practice the full scope of 
invention. 

Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory' 
obviousness-type double patenting rejection is appropriate where the conflicting claims 
are not identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 
F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Long!, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 
1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re VogeK 422 
F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321 (c) or 1 .321 (d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 
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Effective January 1 , 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 

Claims 1-12 are rejected on the ground of nonstatutory obviousness-type double 
patenting as being unpatentable over claims 1 and 2 of U.S. Patent No. 6,692,742. 
Although the conflicting claims are not identical, they are not patentably distinct from 
each other because the claims of the patent are species of the generic claims in the 
instant application, thus anticipating the claimed invention. 

Claims 1-12 are provisionally rejected under 35 U.S.C. 101 as claiming the same 
invention as that of claims 1-3 and 7-9 of copending Application No. 10/098,874. This is 
a provisional double patenting rejection since the conflicting claims have not in fact 
been patented. 

The claims of the co-pending application is species anticipating the generic 
claims of the instant application. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to MISOOK YU, Ph.D. whose telephone number is 571- 
272-0839. The examiner can nomnally be reached on 8 A.M. to 5:30 P.M., every other 
Friday off. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jeffrey Siew can be reached on 571-272-0787. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more Information about the PAIR system, see http://palr-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 




MISOOK YU. Ph.D. 
Primary Examiner 
Art Unit 1642 



